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Abstract of JP8151321 

PURPOSE: To obtain a sustained release microcapsule high in the content of a water-soluble physiologically active substance and reduced in the initial release and side 
effects. CONSTITUTION: The sustained release microcapsule contains an easily soluble amorphous water-soluble physiological substance having a solubility of >=1g, 
preferably >=5g, especially >=10g, in 100ml of water at 20 deg.C, and a polymer, preferably a biodegradable polymer. The microcapsule is obtained by dispersing the 
amorphous water-soluble physiologically active substance in the organic solvent solution of the polymer, dispersing the dispersion in a water phase and subsequently 
subjecting the prepared S/O/W type emulsion to a drying-in- water treatment. The physiologically active substance is especially preferably a peptide compound such as a 
luteinizing hormone-releasing hormone. The polymer is preferably a polyester, especially a lactic acid-glycolic acid copolymer or hydroxy butyric acid-glycolic acid 
copolymer. 
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(2) 

1 

nfcSMSB 1 lE«OT-f * D # tt)Vo 

6 ] £m&mw&*m&r$>z>m#m i 

0T:Tmg/l 0 OmlH±T*SI»*aiE«©^ 

20 

[**E 9 ] ^affitt*H3&i¥^Sg» 1 0 m mJ^T 

[»*E 1 0 ] *aStt*H*^eg3B 1 m iJKT 
-CfeaS^B 1 E«a>v^ # n*^;v, 

1 1 ] 4«ffitt«R**tt4&Btf>tt«i!RT? 
fcSlftftE 1 fi*0^ ^n^T^h 

1 2 ] *astt«K*^^? K*fc-&*re* 
5 iftRB 6 E*c®v-f ? n* 7-tr;k 

Wr«*Ml, LH-RHgK4Mt GPI Ib/I I la ^ 

gpi ib/ 1 1 i^mmtnmmm 

(Pyr)Glu-R 1 -Trp- Ser- R 2 - ] 
RMiHis, Tyr, TrpS&f4p-NH 2 - Phe, 
R 2 BTyr^^BPhe, R 3 ttGly*&ttDffl©73 /» 
aS, R 4 BLeiu IleSftttNle, feJ^R 5 BGly- 
NH - R 6 Jfc^NH-R 6 (SCt, R 6 »H£fttt*ltt 

MMSB15J R^His, R 2 ^Tyr, R 3 ^D-Le 
IK R 4 ^Leth &£^R^NHCH 2 -CH 3 ^&3l! 

W*«l 6] LH-RHgtt«H#N-(2S-r 
F?/vf HD7DU;WGly- 3 -(2-^7^;W-D 
-77-^- (4-i7DD)-D-Phe-3-(3-tfU 
^;l/)-D-Ala-L-Ser-N-^5 1 ;l/-L-Tyr- 
(N - £ -r.n^;i/)-D-Lys-L-Leu-(N- £ 5(9 



*flffl¥8- 1 5 13 2 1 

2 

:(MSH), ^WW^fflMtXTRH), 
ffifcL W»WWXTSH), 
XLH), XFSHK 
ifftt^J^> (PTH) fcL<a*©RW#, 
1PTH©N*S (l-3 4ffi) <D<Vf5*YyJ9*> 

R*^ tf)l%3>* jJXhUX ir^V^X 

CG), X>^77U>iift, X> 

n>f*X ^7h->X IM^E^x^X i^-f 
tXfAUX ISi*ttHf(THF), JM*J8M^ 
(FTSK FTSSNMfc IM^/X ^^y^77 
?*-X, ■»a0EH : P(TNF), 3D--if@f 
(CSF), x^y;l/7^>, tfA^X X 

xp, #S^fiH^ iilll^ SlgUV^-A, 

^F (GIP) , /tVJ^f^'-Or^Xf^t 
JIz-tPU^T^F (VIP) , "fV-VVvh-'rJy 
-Y^F • #D-X • 77^^- (PDGF) , 

(GRF) , *->'W7^7>f 
y# . ^Dt^/ (BMP) , _h/$$gE^ (EG 
F) , iyxn*xfX *&Bx>H-feU>SSi«l!R 

w*ai4] LH-RHfpfflt*rr a 

(I) : 
[ftl] 

3 -R 4 -Arg-Pro-R 5 (I) 
--r77 P nt:;V)-L-Lys-L-Pro-D-Ala-NH 

[^*^ 17] G P I I b/ I I I aSttttRtf/UCf 
U Arg- G ly- AspB0J«*T ^>^7 p t c FT* 

[if*ai 8] Arg-Gly-AspSE^J^'f^^7 P ^ 
F^Arg-Gly-Asp-Ser, (Arg- Gly- Asp- S 
er) rb77- Gly- Arg- Gly- Asp- S er- Pro 
^fctt^D-S, S-[Ac-Cys(N a -j*3\MArg 
-Gly-D-Asn-^Xv^^>]-NH 2 T$)^M^ 
1 7fE«^T-Y^D^7 0 ^;k 

M*519] GPI Ib/I I IaJStt^fflfcRS© 
»tt**f*fl:^**t(S)-4-[(4-75y7^>y 

-f ;i/)^U - 3 - ^ F^v-7a;i/#x;i/^^;i/- 2 

-^V^7^>-1-Sfi, 4- (4-7^^7^ 
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(3) 

3 

>^<1)VWs)V) -2-**><¥UP>-l, 3- 

2 2-s-(n-y^)vx)vt^)V7^ 

/)-3-[4-(N-tf^Uv ? >-4— iMttJV** 
^>7x-;W-^Pt°t>i'HCK L-Tyr-N-C/ 
9^;*;P*x;W -o-[4 -(4 - tf^U s?x;W 
;i/]*/VW Fn^n^ F> x^M4-[[4-(75 

3\>W73/-4-*<>gVX-K [l-[N-(p-7 
$y; 7x-W - L - Tyr] - 4 - U y^JW ft 
K> *&tt*-f^Uy*[D-2-75/^U;V-N 10 

- 2 -^^;V-L-Arg-Gly-L-Asp-3-75/ 

i 3B«©v^n#:/ir;k 

[»#E2 0] GPI Ib/I I IatSttfPffltlM«a) 
ffieatM»(S)-4-[(4-7v;/^// 

-Y;W^U 3/;W- 3 F*^-#;i^x;m^- 2 

-t^7t!^7y>- 1 -IMTft^M^fll 9ta*W 

[U*fi2 l] x>H-feU>eSi«lR^>^D-[D 

- ff-7XWil/- 3 -[ (4-7x^Jl/^7y> # 

- 1 --i)V) tUl-$-)l]-L-77~)l-L- a-7 
X/W-D-2- jfUS/^-L- 

n-r ~>;v- d - h u 7 h 7 ^ ;W h u * Aire** 

[H*B2 2] ^aiStt«R^(S)-4-(4-^7 
Xv/^>VW;l/75/)7-iT5 1 ;i/-3 -[3-(4-^ 

7x^7^>y-r;i/7^y)]7 p nt:;i/-2-^yt:^ 

[H#B2 3] taSSttftK#J(S)-4-(4-75 30 
V s y ^>*/-f ;i/7 5 /)7t^- 3 -[3 -(4-75 
5V*>lAf ;V7^ /)^Dt!;W- 2 -t+7t!^7y 

*fe;k 

#«n?*«ii*B i mmw-i t? n# ^k 
mim 2 5 ] ^m»^M^m^m u xx 

[iS*JB2 6] #u xxx;HB**?LR • ^Un-;« 
*a£«rc*5lM&S2 5fBftov^n#7-fe;k 40 
[»#B2 7] R*/yU3-;p«oqE;Ht«ti o o 

/0-2 5/7 5^&£fif;j<a2 6fH8^Y^^D^^ 

ir;k 

2 8 ] U 3-)VBt<D*)Vlk1fi 1 0 0 

/0-5 0/5 0T*5§»*S2 7fH«OV-Y^D^77 P 

ir;k 

[»#e 2 9] %m-ifv 3-m&M&®}(Dmm¥ 

5 0 0 0-S3 0 0 0 07?$>%M$m2 6 

Etfc0v^n#yir;k 



»ffl¥8- 1 5 13 2 1 
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J^f****^ 0 0 0~»2 0 0 0 9 
[**«3 1] #UXXx;HS««bHD^>»«-^ 

[»3j£B3 2] t FD+i/BK/^Un-^»©^ 
JfcflU 00/0-25/7 5T?»*H*«3 1 IE«OT 
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3 7 ] jftlft)l£}&«fflT?*«il*S 1 E*0> V 
Wax -ft)],* 

tts/o/wiaftwo<o, **«jftfcfrf-r2i^ 
[H*^ 3 9 ] K^*^ft©^ifflK»«*©*a 

fl?ffi»K©«S*tjeO. 0 l-*57 0% (w/w) 

;k 

[»#«4 1 ] mmmmmm7^JMx»$>m 

*B4 0E«©v^^D*^-feJk 

[»#B4 2] jes j etfM^L-7;v^x>T^^i» 

#B4 OEftOY-Y^D^^k 

[§t*i4 3] mmmwm-*?)iy)v$*>-v 

»5iWoE4 0E«©v^£n#:/fe;k 
[»*JB4 4] K^*^ft©^flfjK«H(t*©itS 
tt«R©««*l»0. l-fi3X (w/w) 
OEitov-f ^n*^-fejk 

mi#B4 5 ] #tt*ta s fc«*HmBHs^rr« 

3 8 E*ov>f ? n# ?ir;k 

[»#B4 e] mmmmmttmmr&mjm4 5 

[M*S4 7] ttt3Wttft^hU9AT**IWWI4 

6E«<Z)v>r^D^^;k 

[^*«4 8 ] m^m^mmmmm^m 

tts/o/wIILftfc<D, 
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B 

[0 0 0 1] 



[0 0 0 2] 

[^*£>t£ffl] #BIB5 7 - 1 1 8 5 1 2 fc©«sn& 

yy-^-y^^^tDV'^- 
^fX>X(Jounal of Pharmaceutical Science), 
1 9 8 6$, 7 5i, 7 5 0-7 5 5Sfctt, z/X?y 
^^OttlHftftjift^diicronized dry powder) S^U 
(dl - niBBK^MRT* s / o/wmft»c£ 

m^zs^y^ymmzfcK, v^hmm^ 20 

[0 0 0 3] 
[0 0 0 4] 

[0005] rato*, *»wb, **s**tt*ais 

ttttK £ i^^TS^tf t ft*A,T?fc § v< # d * ^ir ;i/ 

[0006] *wai»fc*^Tr5yK, ^7^k, ft 

-fa- if- - 3 5r>3>'*>"W^*^- /* 
(Pyr)Glu-R 1 -Trp-Ser-R 2 
Kt» R'ttHis, Tyr, Trp^fcttp-NH 2 -Phe, 
R 2 teTyr£fctePhe, R 3 ttGly*&ttDS©7^ 



*^>^k— ( I UPAC- I UB Commission 
on B iochemical Nomenclature) £J;5IIHI85 W£ 

r;ii7±)v<DmmMi%?%* s/ 

wwifctHo^avifMittT-f ^ oft ttjvt-rz z t& 
[0007] **M7fffl^s**a!4aflH*««ffcK» 

ttT&£ 0 K*a»ttftll39«**ttT?**tft 7JC10 

tsiSflc-r^. #*l<«, »*aise«Ktt*s*tt 

T?S5o RiaffittftR^SStt^SSttt, 7]cl0 
0mHcMT^^^2 0t:T^5gJ^±, *?£L<te 

[0008] mm&m&m&&w&&®imz, ;ms<z) 

*&attt«RTr*5, K^afiHtttKtLTB, fix 
& ^affitt&*-r5^^H*ft^«, 

Um (jfc/h«««ffliW»J) > ttXffll* «* 

ft E&ft aasa^ft am mm. tax/u 

J&^ft ftttiftft Srid^ft «7WM=-ft »^ 
ft ^SKJ&SfJB, Jfetfi£38ft WEMSft S^fe 

*ft lUtft mmi *;i^>ft mm 

£tl£o *A^fei>? : *Ji92 0 0-2 0 0 0 0 
[0 0 0 9] K^^l«3Rft;^*tLTtt, 

x l h - r h) m 
«A«LH-RHa&fcti:ntBi«©#ffle#t"* 

i«#(LH-RH7tD^)^oT, «A«St(I) 
[ft 2] 

-R 3 -R 4 -Arg-Pro-R 5 (I) 

R 6 ^fcttNH-R 6 (S:*R 6 ^H^fc^7jcKS^*LT 



R 4 ttLeiu Ilea&»4Nle, R 5 ttGly-NH- 50 Sft&ftSfclWOlWSnsBBWfFSS, 8 5 
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(5) 
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8 



3,837, 1^14,0 0 8,2 0 9, ^3,9 7 2,8 
5 9, £MW1F»1, 4 2 3,0 8 3, yn^f^>^ 
X • Jr? • if • tyatil/ ■ 7#x^- ■ • iMX 
>X • ■ if • at-fr^ H • Xf^7 • • 7;* 
U # (Proceedings of the National Academy o 
f Science of the United States of Ameri 
ca)^7 8#, $6 5 0 9-6 5 1 21(1 9 8 1^)# 
BS]o 

[0 0 10] ±EiC(I)fC*ViT, R 3 T^2ft3Dl! 

D-7^/M(®U D-Leu, He, Nle Val, Nva 
U Abu, Phe, Phg, Ser, Thr, Met, Ala, Tr 
p, a-Aibu)ft£/^f £ft, *ne»S^^H^jS 

R s T^$n^fg»7;i/^;i/Si:bTH, «a«r*r 
■rastt**:^P0Mtt, 4Mfffflb&<Krf>£ (i) 

S^ns^U^^HO^-fe, R 1 ^His, R 2 ^Tyr, 
R 3 ^D-Leu, R^Leu, R S WHCH 2 -CH 3 T 
$S^FWSl/K ffiCOLH-RH7^n^,hL 
Tte, t77 WJ > : (pyro)Glu-His-Trp-Ser-Tyr-D-Al 
a(2-^7^;l/)-Leu-Arg-Pro-Gly-NH 2 , (py 
ro)Glu-His-Trp-Ser-Tyr-D-Ser(t-Bu)Leu-Arg-Pro-ir^ 
h\ tXM/U>: (pyro)Glu-His-Trp-Ser-Ty 
r-[l-(7xX;i/^^;l/)-D-His]-Leu-Arg-Pro-NH-C 2 H 5 * 

[0 0 11] Sft, ^ne>Offi^±|H^7 P 5F 1 F^^tf 30 
tl/Ttt, LH-RHgS^(*H#fF$4, 0 8 6, 
2 1 9*1, 1 2 4,5 7 7^, |r^4, 2 5 3,9 

9 7#, ^H4, 3 17,81 5*MW»>***tf&n*. 
HfrWfCte, WAtf, N-(2S-ff7/WFD7n 
U;l/)Gly-3-(2-^75 1 ;V)-D-77X;i/- (4 
-^DD)-D-Phe-3-(3-tfU^;V)-D-Ala 
-L-Ser-N-^^;]/-L-Tyr-(N - £ -xn^X 
;i/)-D-Lys-L-Leu-(N - e -^V?u\i)V)- 
L-Lys-L-Pro-D-Ala*NHa*«*tf6n*o * 



* [0 0 12] ±K^:/?F*fc^iLTttG 
P I I b/ I I I aSfttfl, MjfcKGP I I b/ I I I a 
afttfPffl**T«K»^^H(«, /W^U Xbarbou 
rin)), fc^^Arg-Gly-AspK^J^TS^T^ 
F, W^tfArg-Gly-Asp-Ser, (Arg-Gly-A 
sp-Ser) rh^T-, Gly- Arg- Gly- Asp- Ser 
-Pro, x^D-S, S-[Ac-Cys(N« -^g^WAr 
g-Gly-D-Asn-^X>-^X-NH 2 (SK&F 

- 1 0 6 7 6 0), $6(CGP I lb/ I I IattSffra 

2:Wfliostts*rr5ft-&«, wAa(s)-4-[<4- 
7 ^ v / * y m 9 u v;w - 3 - y h * ~> - # 
x;l/^^;i/-2-^^yt°^v> ? >-i-^it, 4- 
(4-7^v/^>W;i/^u^;]/) 
7^>- 1, 3-2IM-iM& 2-s-(n-y^;]/ 
x;i/*x;i/7^y)-3-[4-(N-tf^u^>-4- 

)V) 7^t^v7xrM - t:^>S-H C 1 (M 
K- 3 8 3) , L-Tyr-N-(^;l/X;l/^x;i/)-0 

- [ 4 - ( 4 - fc^ U *?~M tt)V\ ^//WFD^D7 
-f F (L- 7 0 0 4 6 2) , X^;i/[4-[[4-(7^y 

^ ; ^fjw 7x^;w r ^ / ] - i , 4 - y t+^^f 

Jl/]7^y-4-^>^7X-h (SC- 5 6 4 8 
4), [1 -[N-(p-7^v/7xx;i/)-L-Tyr]- 
4-K^Uyr;W#B (Ro-44-9 8 8 3) > iM 
^U^y^[D-2-7^/^5 1 U;V-N-2-^5 1 ;V- 
L-Arg-Gly-L-Asp- 3 -75 7 * 
lt]^>X;l/7*>l£ifi (DMP 7 2 8) ItHUmi 
£tl£o $5fcK^^H*ft'&«tLTtt, (S)-4 
-(4 -^7Xv/^>7V;l/7^7)7ir5 1 ;l/- 3 - 
[ 3 - (4 -!?T~VJ*>V<t)W* JWU Id)],- 2 
-^7t!^7^>-l-|fifiSt (s)-4-(4 

-7^^y^>y^;i/7^7)7ir^;i/-3-[3-(4 
-7^^/^>^;i/7^y)^nif;w-2-^7H 

^7?>- 1 -mmmkmmtfznzo ttt. zziz 

£ (ID : 
[0 0 13] 
[ft 3] 



H— L— Ala— Y— L — Cys— L— Lys— Z— l—Phe — L — Phe — D — Trp— L— Lys— L— 



Thr— L— Phe— L— Thr— L — Ser— L— Cys— OH (II) 



[0 0 14] YteD-Ala, D-Ser£fcteD 

-Val, ZttAsn4&ttAlaft*"r]T?*an**U^ 
y^H^^^tiecoM (*H#ffJg4, 0 8 7,3 9 0 
H^4, 0 9 3,5 7 4-^, ^4, 10 0,117 
^, Rm4, 2 5 3,9 9 8**fiB)L *fi*WX 7 

n^^x IW^RfllSt^V^XACTH), 

^ h*St*;^XMSH), ^ttlR^^ttffi*^ 



a as am 

[0 0 15] 
[ft 4] 

X'-CONH—CHCON' 



CH 2 
I 

Y' 



(Til) 



CONHR- 



50 
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(6) 
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[0 0 16] X'B4, 5Sfctt6£«*SS 

m, r-?fn7?h>-T-Mfc^ L-b?n 
9fr9$)V, L-N- (2-**Vb!^yy>-6->f 
)V-ii)V$-)V) ) Y'fcM^^A-;i/-4-' f;P 
£fc»4 - t FP^y7x^M, Z'1^CH 2 ££«S 
ft, R 1 ' , R 2 '^|Wf-*fe^S^^T**%L<«C 

i- 8 7JWS («, x~p;k ^ntf;w 

0 - 1 2 1 2 7 3^, #HBg 5 2- 1 1 6 4 6 5 10 

#,!)], ^JRBJOji^^XTSH), 

>(LH), IfitJS^XFSH), 
> (PTH) , ^OiiftT^T, a (VIII) : 
R 1 " -Val-Ser-Glu-Leu-R 2 " - His-Asn-R 
3 " -R 4 " -R 5 " -His-Leu-Asn-Ser-R 6 "- 
R 7 " -Arg-R 8 " -Glu-R 9 " -Leu-R 10 " -R 

11' -R12" _ Leu _ Gln _ Asp _ Val _ His _ Asn _ 

R l3 "K^ R L "ttSer*&ttAib, R 2 "BMet* 
fcBX«ffl©e*tt75/«(«, Leu, Val, Trp), 
R 3 "BLeu, Sei\ Lys*&tt^#ft7^ / 8 (AN T # 
yr, Trp, Phe), R '< " ttG ly£fc«D - 7 5 J S 
(«, D-Gly, D — Ala), R 5 " ttLysSftttLen, * 
I I 



* R 6 ' ' BMe t Sfctt3^©I8»tt7 5 / « («, L eu, 
Val, Trp), R 7 ' ' ttGlu*fcttiI£tt75 7 1» 
Lys, Arg), R 8 " BVal *&KiK*tt75 7 
Lys, Arg), R 9 " BTrp*fcB 2 - ( 1 , 3 -Ptty 
y- 2 -> f;WTrp, R 10 "teArg££teHis, R 11 " 
ttLysS&ttHis, R 12 "BLys, GlnS&fiLen, R 
13 ' ' ttPheS&ttPhe-NHa S^Tfasn*^^ 
F£&»*nS0jB (#H¥5 - 3 2 6 9 6^, NJg4 
- 2 4 7 0 3 4^§, S-Uy/mWjkM%5 1 0 6 6 2 
^ ^4 7 7 8 8 5^, N^5 3 9 4 9 1^»^# 
M) , tMPTHON** (1^3 4ft) (ft^^F 
7?9*>h (hPTH(W3 4)^H§f)(v— 
n.— h 1/^7- (G. W. Tregear) X> H£MJ / n?- 
(Endocrinology), 9J^ 1349-1353(197 
3)), AV^l/vX A*77W>>^*#m rXt 
^l/^XB^M^m I5 4i, ?|5^, Sg 
6 7 6-6 9 11(1 9 7 8))#j$], t^yhyX * 

T&^T, (IV) : 
[0 0 17] 
[ft 5] 



Cys-Se r-Asn-Le u-Ser-Thr-X"- Val-Leu-G ly-Lys-Uu-Se r-G I n-G I u-Le u- 
His-Lys-Leu-G I n-Th r-Tyr-Pro-Arg-Thr-»Asp-Val-Gly-Ala™Gly-Th r-P ro 



(IV) 



[0 0 18] [St, X"tt2-75/X^U>«]Tf» 
Sn£ft£ft£fd4*©£[X> U 7 D v-(Endocr 
inology) 1 9 9 2, 1 3 1 /6 (2 8 8 5 - 2 8 9 
0) L 9h%3y* jfXh'JX -fe^k^X /^>^ ^ 

OH 



CG), x>^r7rUX x>y7r , J>R*ftT?*o 
T, (V) : 

[0 0 19] 
lit 6] 




(V) 



c o- n h-&-&^ ch 2-s- n - 



Tit* 



H 



[0 0 2 0] [St*, R 1 "' tR 3, "B7K*^^BS* 
jRl35^6 6©7^*;« («, x^;k ^ntf 

M> D — Ala, D-Ile) , R 4 ' " B#*£&BKiK 
& 1 *6 8 <DB*SnT^Tt>ctVi||lft«7>';V» 

($J, 7-fe?;k ^nh^xik ^y;W ft*-T]T? 

g$tl^^7 P ^F^^B^n^)Offi(*H#Wlg4, 2 7* 
PGlu-X"' -Lys-Ser-Gln-Y' 



★ 7,3 9 4^ 3-Dy;WfFfflB4iffi®3 1 5 6 7^ 

40 x>H;i/7^x ^ 3 ^h;i/7YX >r > 

(I, IK I I I, VI, Xlftf), 97hzs>* * 
-f^#-fX?>, ^WA'JX RilttSftT 
HF), i*ftIHf(FTS)^<};^«S^fco 
T, WAtfS: (VI) : 
-Z"'-Ser- Asn-OH (VI) 



K*, X'^'ttL-SftttD-Ala, Y^'^^Z'" ^ H tfcB j etl^^(*H#fF^4, 2 2 9 , 4 3 8 

tt*^Gly*&BR*»3*6 9©D-75/lt («, ^#B8)], 43<j;^0ffi^WS^M, ^ty>a, 

D-Gly, D - Ala, D-Leu) &^T]Tg^tl^^ 5^ fccfctffl-u W $y 27 7 99-XtiE (E¥©»iJ) 
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11 

ffil 2 110*, 835-843 H( 198 

3^))], «aH»EH?(TNF), rmxHSBfiH^C 
SF), tfiJX 7^f/*7>f>, #A^>X ~a< 

1 ) nf>->X ir^WX ^tV+xx 

-if, 7X/^W- if, *U^WX 1^X^>X 
P> WKiSftH^ JfelSSSH^omvi I iHf, if? 

>^F (^H#fF8 2 3 2 0 8 2*), IV^&ttfMtf 
UA7^F (GIP) , /tV^r^'^raf 10 

^71^ • #U ^y^ 1 F [vasoactive intestinal polypep 
tide(VIP)], ^-M/yh-r>f7^^P 
— X • 77 [platelet-derived growth factor(P 
DGF)L J*fi40'*>fl«H : P (GR F> yvh^U 

[bone morphagenetic protein(BMP)], _hSJ^fi@^ 
(EGF) , X'JXD*Xf>^:^WJ^^H^ 
tfeti^o *&x>H-feU>aftt«RT?*oT, WAS 
'>?D-[D-a-7X/^*-3-[ (4-7x^ 

L-a-7XW;i/-D-2- (2-^X-jW jfy 

3/;v - l - a < ->;v- d - f u -t f 7 >r ;W - * F u ^ 

[0 0 2 1] ±Ett^«RtLTB, WAfcH^Vf 
v-X ^y>, **>Hv>fS/>, UfcfFv-fv' 
X Fy^V-fvX 75#>'X 77^V-f->X 
y7Y^>X JSKxF^IM^yx £«**>"rF 

7>HvUX H^y'JX fMy'JX ^ 
ir7rn5 1 X ir7rnu> ? X 1r7#^7A, 1r7* 

-Jk t777''JX t7t^^yA, K7*UV 
X t7f^yA, W77^^A, fXtv-fy 
X X;l/7 7ifS/X 7XXl/m^»W^tl 

So 

[0 0 2 2] ±EKXB39£LTtt, 2-[(l 
R, 2R)-2-(2,4-^7MP7xXW-2-h 
Hn*3/-l-*g\fc-3- (1H-1, 2,4-FU7 

1 — f ;W 7 p Dtf;W-4-[4-(2, 2, 3, 3 4? 
-xF^7;i/^D7 P ntf;i/)7i^]- 3 (2H, 4H)-1, 

2 ) 4-FU7yn>^^mMo ±EinKJ3gife 
fiffltl/Ttt, WAS, 7*7A*X^X y>/U^r 

[0 0 2 3] ±8HiaJfli/h««i:LT^ WAS, ~P^n 
tfi^X ynx^^JK 7;i/7°DX^^;k Uv^n 
XK S^tiU^-Jk 7-fnij^>^x-FX5 1 ;k 

^7^dxk «^wk 7xt?u sn 

3 0 JtEtftMflUBtLTtt, «AHaOiyi/*T>f5/ 50 



*flffl¥8- 1 5 13 2 1 

12 

X ^VhWir-K 7#5Vx^v>D, v-f Fv 

ffiK^/^KS'X 7FU7V-f^X 
X^X ^Fv>77tV^F\ 7WP^77^;k 
fh7tFD7U;^-5-7MD^7yJK ^VX^ 1 
X fc?X^x-;k kX^:f>, WUV-;k ax# 
^X 7^X*7X ^U^l/U^X #UI:C, * 
UA:IX #U I CLCfc&WtfSft*. 
[0 0 2 4] ±E<0*SIk ttft, «*»tLTtt, 
tfitU^I/K^FU^A, XJUf'JX 7J]/7x^A^ 
^FU7A, y^n7xt7^thU<^A> -f>FX^ 
v>^FU^A, »fy>, MZM 

i/3j?;i/7r/-;K t^y ; e;i/7t>^ww^n 

3, J:E**£ft^£LTtt, W*_«JffltX7xFU 
X It^»X7xF'JX «M/X#b!X U>H 
nx-fX U>tytFD3T^X I17P^7V^ 
F\ Il^D7xy77-Jk ISlfMU^X * 

DYyX yD^/DMr/X h'J7D^7yX fift 
K7Fnt!x JMK^^xn#75>ail39«*tf6n 
5„ ±Effi3ft«»JtLT«, 7<^>x;i/^>ny , Ux/ 

[0 0 2 5] ±|BST^^?»tLTB, Hi«7xX 
F-f>±FU^A, lhWi/5H, 7*^/55 1** 

« 0 ±Effi»*«£l,T^ W^a^F^D7 p D5F\ 
IltXfy>^^We»n§ 0 JiEKS^SJ^LT 
B, fe^^^^X ^CUT^X 
UX SW7x**S?>&23JJ*tf6n*. iEfltfl' 

H>i^DJV7xX7^X ffiKFU^W^X ffi 
i^hy7yX ffl&tn<^/-)l, tt&v^xXJUf 
7'JX S^h^y7xt5>/^Wf^Wc ± 
EilibJBi ITU WAtf F 7 >X AM **7# >7 r 
- x^7^ n-Jk 75/7^ UX ie»X5 1 W7U 

7xFn-;k *»**5/^l>/D-^&i:j8J#tf6n 

[0026] mmtmmtvT&, m^\mm^ 

y7xF'JX SKv;^7ifA, fiSF7^UX a 
^V^X7X 8S/^^>^Wf6n^o ±EB 
EM^HibTB, ^SA*1t*Fx^A7*niSF\ 
AXFUn^A, *»^*5;V75X (tix*7y 
X ttK^nxy>&2AS*(f6n«. ±E»S«i&* 
»tLTtt, MA«^Ua^»^FU^A, ^Utflf 
"fF\ ll7x>7tJ^X Il^tMX ^F 
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(8) 



»ffl¥8- 1 5 13 2 1 



13 

X^X hn>tfX ;**y*>Ml»#*+HJ* 

*;wv/^nAx;^*>«^hU^ 7F 
w;mA^/7s/y7x^>;**>x;v*>ajtt& 

[0027] ±EttteBa»tbTtt, Wjfctf'f vx75> 
F> x^>:/j— ;k A°^7^y-!tu^;i/^hu^A 

X * 7>«K± h U ^ A, ^^7*>U> 

[0 0 2 8] ±C#!RiKai«afcl/Tf4, 

5^fJ4-7x/*y^75;^fl/>- 1, 1 - 
t:X7tX7t^-h ■ 2^hU^A;l&<x>W£n 

Xfn^f FW^f X>X(Science)i§2 2 7 19 

H(l 9 8 3^)#HBh y^)>(B-uy/mw&m 

1 3 2 5 , 1 1 9*|&*#ifl), 7Y^D-JHi* 

;k o-y#nn7*3\fc#;i^i^ ;i/7-?^n-;k£ 

£(a-Dy/WfF^BB»3 5 7,0 6 1^ Hm3 5 
9,0 3 6^ HS3 8 6,6 6 7^ 1*1114 1 5 , 2 9 

4 ^S#B8) ] ft twtf £ o 

[0029] taiStt«mtt*ni#T?*oTfe, 
cDSStt3£s#Ts*^tt, Ki, m «^ 

hUX^73>*0*«73>tt 7;!/ 
* X >^<7)iggffi7 5 / t £>i£T& o T % ct V\> 
[0 0 3 0] ±B*»ttSBStt«Roffiffl*tt, £S 

act* 

^g^LT, »S0.0 0U^l/9 0%(W/W), <fc 
DSfSlXBJfoO. 0 1%&^L8 0%(W/W), #iC 

^KMo, o ox(w/w)*saa 

R 



14 



[0 0 3 1] R^ftS^tt^affittttHHlKS^JRfc 

^10 Mm, ff*L<«*91nmft^LJ?Jl jLtmT*5o 
[0 0 3 2] *58WTrffl^*«»T»^ftB, *KJ1* 

10 -y7/7^'J^iXXrJK #U - j8 - 1 FD+y8 
K, #U7^*k>**iJ-W-Kfll, ^UHJ^k 

£), *U«7XXf;K #U*JW#-#*-K 

#-#*-K #UX^V>:/nH^>#-#*-f^ 

a, #u75/»(^ *u-7-^>> ? ;i/-L-^;i/ 

*5>& *>J-L-77XX #U-7-^^-L 

-y;^ 5 t7^D>ixxfte^w 
^u;i/»^^^7^u;m^©*^«, #U7^y 

r^Xh7>Xr7V-b, X^)V±)VU-7^ 7 
ir^H^Hn-x* xhn«D-X, te;Kvk-f>^ 
S*S£«u x^l/>tfx-;V7-k5 L -h**S^ 
tfUifx-jirirr-K *U7^ l J;i/7^ F^W 
tfsnso cn5©«»?w«Bin?t)i<> *fc 

[0033] ^ns^B^fi^*©*^ aw 

iBfLi-^U3-J«ftl^ (PLGA) 
PLGA)5^m fcrtSttffiiHF tt»r fr © PLGAtZ 
*rfS»J^ (w/w%) TSKStU Hf£J- &T££ 
Bffiftft^lKOl^mTl OXfiLL ff*L<tt, ST 
Sfctt»ftS4«C!)3*fllllT?8 0X£U:T?**. M£ 
*ft»»iS^fI&ftW £ L < B#U XXt-;I/T$> 

(VII) 
* Ms 7] 



HOCHCOOH (VII) 

Rtt**s&tt7^*^***l-o ]rmt>zn m. x^;k 7nfc?;k -fv7ntf;k 
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15 

[0 0 3 4] J:EfcHD*i/*;>#>»fl!>ffSL^*#: 
K. 2-tHD + y-3-^^SS», 2 — fc FD^y 

*^n>», 2-tHD+HV*^n>ft 2-tF 

n+^^^u^K^^^w^n^c £0>5£#£, if 

Un-m m 2-tFD^« 2-fcPn* 
->-3-^^;i/BK> 2-tFD^^n>i« 

V^T, D-fc L-ft:*J:tfD,L-ftAtj¥at5t>(0 
14, *©Vi1*n&ffl^Tt>J;^ D,L-#«SffSL 

K RK-^y3-j«#B'&«*&f4tpD* 
H08 6 1 - 2 8 5 2 l^&*#JI)TlBgfc<'&j£T?£ 

[0035] *»5afcftffl$nsrn6oiS^s-&* 

£>¥^#T»4*92 0 0 0fcV>US8 0 0 0 0 OCOfeOD 
*$?£L<, «fct)ff*L<t4*9 5 0 0 03ft^L«92 0 0 
0 0 O0«H*6a£3ns, .hEofiSH^ftfcL 
T¥Ut- ^U3-;««l^i§fflV^»^ ¥L^/if 
U3-;H6©^jtf4ff*L<J4ftl 0 0/0 fc^L 2 
5/75, ±0ff*U<f4»l 0 0/0&^L5 0/5 

*HJff*l/< 14*55 0 0 Oft^l/*53 0 0 0 0, iOjf 
SL<tttt5 0 0 0*62 0 0 0 07?**. _hfE£>i«# 
^a£*£LTfc FD+yil ■ ify n-;«:ft*&4& 
m, 2 - fc FD*3/»K - if y n-;v»#a<&*) * 
Jfl^*»£, fc Kn*3/««/ify 

#£L<te*5l 0 0/0&V>L2 5/7 5, £Dff£L 
<tt*51 0 0/0fc^L5 0/5 07?** d Wfc, 2- 
t F n^y||/^J n-JH^tJWfcHWS L < 14*5 
6 0/4 0&V>U93 0/7 07?S* o fcFD^>Blt 

*55 0 0 0ft^U52 5 0 0 0, £D£?£L<a4*95 0 
00*62000 om ±fii«^a^fti:l/TB 

»• jfy3-*B*«-&*efflVi««#, BB/^yn 
-mwvttmsLK \mi o o/o&nu2 5/ 

7 

[0 0 3 6] iBK^M^tttUTWAa^yfLB 
(A)iifyn-Wi- 2-fcFn*i/BB*S-&ft(B) 

(A)/(B)T?absn*fi^ 

Jfc**5 10/90* 6*9 90/10 (MJ£) ©ffiHT^ 
ffl£tl3o ff*L<»4*5 25/75* 6*5 75/25 50 



*flffl¥8- 1 5 13 2 1 

16 

(MJfcXDttfflT?**- #ywt©maw»^»tt*5 

5 0 0 0*6*53 0 0 0 O0*©*JffSLK 3 6KUB 
6000* 6*5 2000 0©t)^WJLK 
[0 0 3 7] fcfe, *W«»fc*»SfH«i:l4, #>J 

h if 57>f-(GPC)T?Jll3El/fc#yX9 1 V>»J|t©» 
TS£^5, jflfett, GPCft^AKF 8 0 4 LX 2 

fc 0 KK»^*#*0*»ftttt4mM¥J&» : F*/*¥ 
^^atbTfe^StU -*HCl&tf>L3. 5, 
L<«1. 5&V>L2. 57?** 0 ^tl6S^S-&^C0 

«ffl-rs»4, ^asttttRCDSiafiftttosa^t, m 

*SHStt*Wfc*fLT*90. 2^1 1 0 0 0 OffiKM* 

it), ff*b<tt»iavibioooffiKmait)o*e 
ift^fi-&ftco*ai4, *5o. 5&^i/9 o%(w/ 

W), S6fcff4l/<J4»2&^l/6 0%(W/W)*6 

gan*. 

[0 0 3 8] £6}C, v-f ^n*y-fc;v*60*«tt* 
N-^0H$X L-yS/><0i;5ftJ6Kte7* 

/iwftf^n^o ^©5"6l-7;^->*&J4n 
xfD-;k y>jBKS^*#H r 6ns, s^s^ft 

<Z)*Stt»Ro««t4, *90. 0 1% 
&^L2 0%(W/W), $?£L< 14*50. 1%£^L5 
%(W/W), «fcrjff£l/<f4*50. 1X&V>L3X(W/ 

«gf4, *9 0. 0 1X&V>L3 0%(W/W), *?£L< 

(4*5o. ixa^u2 o%(w/w), cfcojfsixfiMe 

0. 2%&^L1 0%(W/W)7?**« 

[0 0 3 9] *3MHfc*^m ftfflfcftaEMffflft 
14, «A«**tt©*«7*n-;Hi, 7jc^tto-*7 

*y=f»*±c«wB»i**^i4*n6 
i«af^n^o ^n6o^^7jc^tto#«7 

7jc^tto«», 7Ki§tt^)¥^S, ^« 

*y^*±rf*lt«*«v^4*n6oB»», tk 

*tt©#*ll*fc»4*<DJt3Wfi : aLK ^6^C, 
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17 

[0 0 4 0] ±e#»tt©««ftfcLTS, fflTL&mt 

•y*A> aSMfcfrU^A, 3^ft±hU^A^(Z)An^> 
ftTWUM JWfcvy*^^* 

;k ^^Uh-;k 7F~h~;i/^£>£ffi7;]/3-;i/ 
x^/-;K -f V7 p nif;i/7;i/3-;i/ 
m tff^h-x, t>/-x, y;i/ 

MfifcLTtk -feDbf*-X a-hU 

[0 0 4 2] _hia*«tt©^Urf»i:LTtt, 

-X, x>7 p X ^'Jn-y>^^M>E 
hv>^x t7;i/D>it, n>FPi'f>ll, <\k 

[0 0 4 3] ±B*»tt©#*»*fctt*©*iUT 
ifZtiZo ±E#*tt©73/*il/rtt* KAtfifU 

yX 75XX A'JX D^fyX -fVD^yX 7 
xx;V7^XX fDy>, hU7 P h77X t'JX 
hl/trx ^n'JX tHD^DUX yXK 
X ;*^X>*<&*tt75/lk 7XA^>K> ^ 50 



*flffl¥8- 1 5 13 2 1 
;i^5>«*0*675/«, U^X 7Mr>, t 

B<&*«tt7^/«co»(ffl, ss> hes, u>»«)* 

&I47;P*U(W, ^HJ^A, *>J^«©7**U 

-fx yn^u>, 7n5i=x 7;K/i=x 
[0044] »affi««jwfi*aTffifflLTt>, ima 

*J0. 0 0 1X&^L6 0X(W/W)T?, ff£L 
<tt»0. 0 1^^L4 0%(W/W), «fcDff£L<tt 
WO. 0 5&V>L3 0%(W/W)T?*5, SSffi 

SB, «fj»«aTT?***HB&<, -S^iMRttffiT? 

[0 0 4 5] «M©V^^D^^tJHt «A«KT 
fcLftftTf^SEitfT?**. ff*L<B* MUM* 

7hv>fif^^fcB#-;v^;v^) 
«*tfAny>ftiRft*#«|(«, y^/DD^X ^ 

dx^x f^dux^x mmmmm, xxf 



-160- 



(11) 

19 

*9J-)V, x#;-)V, 7u¥)V7)l 
^V^DWJ^-^), 7*fehX 7i? 

h - h u ;no: £>w ^ ns* k s / o m%\m^\t, 
m±w$mm£ o»< mat vxttm^z - 1 

39«ff S h < , 1 nmftH 1 0 m 

du #*L/<ttj|9lnin^:ViL*51 MmTSSo JO 

[0 0 4 6] Z.(D<ko\ZLTmmznfcs/om 
SLftttft, *«*T?*+IHlttK:*W-. ff£L<tt, R 

[0 0 4 7] s/o/wffl*tfe»ffifc*tj'Sn*ffl^a 

->(Tween)6 0, ^K->8 0 (7 h7X/^^tt) 
&2L $V**i'X?\s>\:v*smm#M* HCO 
-6 0, HCO- 5 0 (B3t^^*;i/X)&£]*S^tt 
#U bfx-JUfDU FX #Ubfx-jP7^n-;P, # 

0 l«*6 2 0X(W/W)©«H*6«iaeT?*, «t 
0ff*L<HJB0. 0 5X*S 1 0%(W/W)^«SHT 

[0048] mmvmmmm, »ransn*# 

ttsWJEJBSns. fcSrttibm ^n^^fflflHf* 
*fcWBELTfr5#* n-*MJ-x/t#W-*-&2£ 

^D^fcTSBKrC, s/o/wSMi§t^}:M 



*flffl¥8- 1 5 13 2 1 
[0 0 4 9] Z.<Dko\ZhX%%nttV<19Ulltt)), 

JW3> &£T*ntf«<»#Lfc^ SILT, 
tltfj;<, ¥^g<hLTS0. 5-4 0 O/im0 

«Ha*wsn* ±o»aL<tti&2^2 o o umom 

[0 0 5 0] *«W*ttKiJ:DJBian&v>f ^n*^ 
■fe;Mi, *<z)S*j»im AT, JfiLff, Rffi, 

am SD&#fM<tf. m 

^->(Tween)80, HCO 60(B^ 
V ;]/ H h ^ K 9»fc 2) & 2 i ft 

[0 0 5 1] $^JC, ±fB0T^^D^7 P ^;l/OMtt 

[0052] *»w©T-f ^n*^-fe*e«AfiaanK 

Wn-xthUW, ^;i/^v^^;i/X^-^h 

-X, 7^t£7^ T+Xh'JX *;P#*5/^5="^ 
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fc!^-fe^n-Xft2)*&f4IIHRJtO(fll, Xf7 
U>8V^y>)A, *'jXfl/>^U3^6 0 0 0 

[0053] zuft^)v?tfrmm^%i 
marc* ttttft^^tt^ttmni:^. *h«©»& 
sa#»a©*iS^KaL5 5. ±Eiaj»ftfcjfl^sffl 

[0 0 5 5] *«W©T-f ^n*y«t;w4-gU»:Jlt* 

§o ma\& gp i ib/ 1 1 iattR«m©«#, sm 

*Mre#£ B lf*^ *5SMov-f ^n*^ir;P 4? 
tt&frffiSlSfc raK»KjfHtt& WiMfegm j&n 

as, k«s. iRjfiLff, KiBjug], a*, em, m 



*flffl¥8- 1 5 13 2 1 

22 

Bitterns mm$>%w$mmm, &&zs 

[0 0 5 6] *»M©«aftttJ0f!l©fa:#*B, i^T* 
S4#*Att(flK v*x, 9yK ^ 

g)fciiaafcDC!)S!^*tbT, ^-Y^D^y^ji/^a 

MjWfolmg&^L 1 0g e ffSL<tt*Sll 0ngfcV>L2g 

©«BB*6, affiWrt-ssii^a-So a*, ±b& 

»»iLr«#T*«^0«W(W©#»tt, ISO. 1 
ft^L 5 ml, iff* L< 14*9 0. 5&1>L 3ml0«Hi&>£ 

[0 0 5 7] *5!^©V< ^D*^-fe;H4, 
(1)3 7tM-y 3 >ffi#*ft^0^0»Bifc J; 0 

( 3 ) ^D^J ^-k^&ffl V> * 21 1 ± 
[0 0 5 8] 

[0 0 5 9] HJKfll 
AS: «*ft»T?ft&*MC!)ttj|ll^«*(S)-4- 
[ ( 4 - 7 5 P/ K> W ;W if U v^] - 3- ^h^v- 

(HT, ft^ttAtSTS^lt^SS) 4 5 0mg^?LK 

• yy3-;«*«^#(jL»/yu3-A»=7 5/ 

2 5, #UX^l/>mS¥^^*l 0 5 0 0)4. 0 5 

(Kinematica, X-fX) ft^^v^-fif 
H TffftlfcE 2. 7<w/y)X0ttfW-MJ£A 
mt^o.2(w/v)%pvA (#utfx-;i/T;i/n 

/o/fii7ji'y3>tifcc 2i ©n, a^coyn^^ 
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(13) 

23 

mMMOfc^mh 4 5 Omg£±ta<7)¥LK • 
3-;p»*a-&ft4. 0 5g<B^nn**>4inl«iSK: 
MU *'JFD>«im 2.7(w/v)%(3 
iM^ h U «>A£tft« 0 . 2 (w/v) % P V A7jC^M 
8 0 Oml^Tf^v^-flf-SffifflL/Ts/o/wMXT 

[Hi] 

Am mSSMMBM 9.2% 9 2% 

B& mm 3.6% 36% 

[0 0 6 0] 

m^mmrcM^M(Di\:^A 4 5 0 mg£^#> L - 

*(ILt/^Un-Jkf= 7 5/2 5, *UX?V>I 20 
JS¥^»T*1 0 5 0 0) 3.9 6g0v^DD^^>4m 
lj8*fc#1RU *'JhP>«ftim 2.7(w/ 
v)%CD^fc^hU^A£^iT3 0. 2 (w/v)%PVA 

tiWeflkftitSI 9.4% 9 4% 

[0 0 6 1] «JB«f|3 
$MSlT#fciM0ft'&lfA 4 5 0mg£^#)L- 

#:(»/^'Jn^i= 7 5/2 5, tfyX^VM* 
JPP*5^*8 4 0 0) 3.9 6gOO^^DD^3 7 >4ml 4? 
JfflKfcflttU 3?UhD>Tftfiftim 2.7(w/ 

v)«©jttft^hu , >Aft^rr*o. 2 (w/v)%pva 



*flffl¥8- 1 5 13 2 1 

24 

[0062] mm 4 

mm&^WcM&mtDik&^A 1 5 omg^^L- 
#(jL»/yy3-j«=5 0/50, #ux^v>m 

JPF*^f*8 0 0 0) 4.2 6g£>i^DD^>4inl 
WKfcfMRU #UhD>TtSftim 0.9(w/ 
v) % COfift ^ h U ^ A 3 0 . 2 (w/v) % P V A 

7jC?§IS8 0 0il*T?*^^>f1f-ft«fflLTs/o/f 

[0 0 6 3] 

««*e*L&^»A 3 0 0mg£t Hn*5/»|6/^ 
U n ( t H n * ^K«/if U u -)VWt= 

5 0/5 0, ^UX^l/>m»¥^^Ml 2 0 0 0) 
4. 2g©^DD^^>4inlj8}S^*U #UhD> 
XWkithtcik. 1. 8(w/v)%©jBft^hU^Aft-& 
^TTSO. 2(w/v)%PVA*S8«tl 0 0 0ml*?** 
y^-f If- LTs/o/w^XY;i/ v 3 > t Lfco 

T?#»£Lfc. »ft$n&^^D*yir^B, Y>xh 
[0 0 6 4] ^»J6 

[D — a — 7XWih 3 - [(4 -7xXJHf^7y 
>- 1 -<JW^fcJW-L-77XJhL-ff-7 
X/ VWI/ - D - 2 - ( 2 - fX-J0 4f U 5/^ - L - D 

-f d - h u 7 v 7j M h u y&m&xzfft 

•*fflVi&«^tsKi 0 o%<Dh?y7mmt>n 
[0065] mmm 

* > ^ ;i/ y u v;i/) -2-t*v^7^>-i,3- 
2S»-«»«*ctr^as©«sjiii/jNSii£, 

1 . 5 fflf O h ^ y 6 nfco 

»3] 
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(14) 



»ffl¥8- 1 5 13 2 1 



25 



26 



mm 



mmmmm 



6 5% 
42% 



[0066] mmrns 

*fie»T?#&**ai©GP I lb/ I I Iaftffiffrfl^ 
(Arg-Gly-Asp-Ser) rF7^ 2 0 Onig 

s, : PB6L-r;v^>i o o«s»*i/&iL»- 
n-;]/R#S£# (a»/^un-;v»=9 o/i o, 

tfUX^V^iMWSiHPMl 2 0 0 0) 3. 7g<DW 

ft, 1 5 c C[C^aJLfc2. 7 (w/v)%^b^hU^7A 
S^TTSO. 5(w/y)XPVA*itt8 0 Oml 

[0 0 6 7] ^iSfJ9 # 

UW1 5 0mg£, ^»N-;WI^;k&3>l 5 Omg 

Hn*i/»l6/i/Un-;i/8=7 5/2 5, tfUX^l" 
4000)4. 7g©y#nn**> 
4iiMB:»»bt.# , Jhn>T?ttm lBtfc 
^SPLfel 5(w/v)%V>-h-J^^t5 0. 2(w 
/v)%P VA7jcg^8 0 Oml^T^y^-fif-^ffl 
lts/oAlX?Jl/y 3 >tLL BS^n^Jf 

[0 0 6 8] £«W1 0 



y^T^/^^l^/- 1, l-lfX7tX7t^b 
• 2^hU^Afi2 0 0mg£, ^L-7;^->l 0 
0ngft**L&Sl»-yU3-;HI*S'&# (SJS/if 
Un-;nt=9 0/1 0, #UX^I/>*g¥*^H4l 
8 4 0 0) 3. 7g<D^DD;**>4ml«iSfc#tfcl/ 

&. #U hn>T*Bfcft, l s'Clc^ai/fci 0(w/ 
v)%«)Y>-h-Mttt50. 1 (w/v)%PVA/Jc 
^|g8 0 0ml+T*^:M 1?-%&mhTs/o/m 

[0 0 6 9] ttRffll 

_b|B*JftW 2 ©s/o/fttfci Dfc&n&V'f tyuf}^ 
tMSD^yh (life *5 3 0 0 g) £ 2 0 mg/kgTfe 

mm\zbiti)ijjBimmM(2 o~i o ong/mo^jt 

[0 0 7 0] 

WKfflfccfcoT3l*iB^$n5^BB©ajliia£<0BJfP 

[Hi] ft^tf A##T>f ^D^3 7±)V% v v h fcft 
(2 0mg/kg) Lfc^««^»^^"r^ 
77t^o IKttefl:^ttACDJlL«4>WI (ng/ml) S 
*U «WJi8#ft<o^iai (0) £tkTo 



ran 
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(15) #BB^8 - 15 13 2 1 



(5D int. ci . s mae# jfnmmm f i m&mm 

A 6 1 K 38/22 
38/28 
38/23 
38/11 
38/27 
38/24 
38/04 

38/46 AC B 

38/48 

45/00 

47/34 D 
B 0 1J 13/12 

C0 8L 67/04 LPM 

A 6 1 K 37/26 
37/30 
37/32 
37/34 
37/36 
37/38 
37/43 

37/54 ACB 
37/553 

9342 -4D B 0 1 J 13/02 J 
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